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== (54) Tide: COMPOSITION FOR NASAL ABSORPTION 

= (54) &W<D%ft: «««JAffl|flA«B 

= (57) Abstract: It is intended to provide a composition for nasal administration which shows an extremely low expression ratio of side 

^= effects, quickly exerts an analgesic effect and has an excellent bioavailability, compared with preparations for oral administration. 

' = A composition for nasal absorption wherein an opiopid analgesic in an effective dose is uniformly dispersed in a carrier comprising 

^= calcium carbonate and/or calcium phosphate and having an average grain size of 500 Urn or less and adhered/boded thereto. 

S (57) gfcj: 



ON 
On 
o 



O 



WO 2004/006929 Al lUOIIDlDillilllllllllllllOBnUII 



WO 2004/006929 



PCHW5003/008838 



9i m m 

£©#&»> 5»b ©&©*£#», w#«itt#»iaE©!ii*Kft*-r**)©T* 

mWtWtft, 78#3^ (¥fiEl3^3fi) , 481-485#J8D . 

^5#fws, ^-tf^-r H«^©«fiRs6««a8&Ta**t)©T?*o, -e 

i 



WO 2004/006929 



PC1WR003/008838 



*<^6^tr^-f H«»»i©3ta^T?'b, 

t«Si (JR56*:MS3>^> (SSfttt) ) > 1 B 1 0©MP 

(JUJSVol. 53, No. 4 (2002)) . 
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m-tzmmM\zmm<Dt&r), ^m^mm-r^m^mmm.m^m^xmm 

0. 01~50%, £?£L<«0. 0 2~4 OX8flOE^*14-*©*JAV». 
^Jfi*l 0 0*&fcD 5 0-9 9. 9 9%, £?2;L<te40~9 9.. 9 8%@ 

«#so, mak m*&*<mm*mm'&z.t*>*i!i£&. * 
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X\Z, ^©TOI&^2 5 0/im£>UF, ^KttlOO/imOT, ££>t£#?3; 
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fc*frS^4feK©j&feS|»jk-r3fc«>, low-greas :/©#:/•£ 

**s«^fl8tbm 7vx$-&m-7jvz ~*y&&m*m.&&tDii:z> © 

OTIC, *^^©M^©JRffim^©#S«)^<&, t»«fcTjR-r. 

o. 4mg*s^> mm, smmmv. &m&mm<Dmm&*mmmmv, m 

m&7*?*f)V (#S3. 3 5-4. 0 5kg) £l#3EEffl^ ±E©fi/©» 
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4 0. 0mg£M#iS:-5- (mm U £-*N£0#, 5, 10, 2 0, 3 0, 6 0, 
1 2 O&itf 2 4 0^fc^&#JR*fcttffeflE»|R^6ajD. (»2iL) U Jb 

*f'>^fA (LC-MS/MS) 8sfc«kD«!j£Lfc. 

JtWiitLT, afflte^t* CSB*e;h;** rn^j 2. Omg£ 

*1 : Jfnit^^k*^ (ttTE^k^ibT) ¥<£:ng/mL 





ttftffli («§&&^> 




U (&PS#) 


(A) 


»^;Ph^2nig/40iiig(a ^t&^Jn) 


m 


I ; E;i/h^2mg 




IHi^ 1 


mm 2 


mmz 


fMfsi 


2 


lb$J 3 


0 














5 


15.9 




15.8 








10 


13.0 


8.2 


21.3 








20 


14.2 


6.0 


19.4 








30 


15.7 


5.8 


18.9 








60 


13.5 




23.1 


5.0 




11.0 


120 


9. 1 


5.4 


17.1 








240 


4.6 




8.0 









ft : &ffil&J?. (4. 3ng) £TFT&5. 

Ii^#lj2*ck^3 : 

l»«2©IUJtl/m iM*E;H:*2. Omg, «A;k/^3 7.6 
mg, Xf7'J>lM^AO. 4mg (S880&2S4 0. Omg) T*$D, tttftfll 
3 0aU3£iLT»i, 6«Wl©iaj«*4#»tUfcJfiBft^E;i/t^8. Omg, ft& 
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M^A14 8. 8mg, n*Bl. 6mg, U >M.jj Jlsz/VA 1 . 6mg 

(mm&mmi 6 o. omg) t&o^. 

M^Jllr^L7t«ttT*^1f;U (M3. 3 5-4. 0 5kg) £, 

IhJ) U ^WiO 5, 10, 2 0, 3 0, 6 0, 1 2 0&£tf2 4 0#«fc 
^&IMlR*fcttt*ffl!MHto*&SgjliL dt)2mL) U M^CD^^t^* (IftS^E 
^t^tLT) LC-MS/MSjStADajgUfc. 



H2 : Jfi««f»^t*«flg (It^h^tLT) M : ng/mL 



(#) 


m 


M2 

< 2mg/40mg (3 * Vmtota D 


turns 

WSt*)]/ t *8mg/l 60mg (n X *»^1jn) 




M%>2 


mm 




WM 3 


0 












5 


n.i 


17.5 


4.6 


75.8 


69.5 


10 


20.3 


12. 2 


8.7 


85.0 


96.2 


20 


17.9 


12.3 


14.7 


65.2 


89.2 


30 


16.9 


13.0 


19.3 


62.4 


88:0 


60 


12.4 


10.4 


21.7 


46.3 


67.7 


120 


9.2 


6.2 


13.4 


23.6 


38.4 


240 






7.0 


6.6 


17.6 



m. (Kel) **ffiU (T 1/2 ) tt, T I/1 =Ln<2)/Kel«fcD5ft«>fc. S&ftffi 

Jlii+«* (Cmax) «38M««kD2fc», «f mt-^mMTW». (AUC) 
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?~ (Pharmacokinetic parameter) ©TOfit£Jfcl£f"3 t, TIB^3fcf2 



^3 : H^lifrSIA:?:*— (Pharmacokinetic parameter) 







& & & # 


<#) 


2mg 


40mg(n^^ip) 


3SK : t;Vt^2ing/ 
4<taw<3*ttsaofcL> 


*K» J 6Jl't*8iig/ 
160ng(3^»aSJn) 


Cmax 
(ng/mL) 


5.3±5.5 


! 15.7±7.5 


19.8±2.1 


90- 6±7. 92 


(hr) 




1.94 


1. 66±0- 27 


1.32±0. 34 


AUC(0-4) 
(hr- ng/mL) 




38.2±26.2 


33.3±17.9 


156.7±44. 34 



«R*«»6n, t h©^B*BiJfa4>«*££*lS 1 0~2 Ong/inLfiU:©^*^ 
ttK^i 1 (DWim 1 , 2 fc-D V>T«&-^£ 3 0 ~ 6 0 MHM 3 fcOV*T»*»! 

±b©*mw>s, *»w©«*»iRffl«aj5i!64ii©*"ffltt**A<a»sn«. 

2*LT, RC2iigtiDfiA!RKAIfi/Mto©|S!4T^ CmaxT 3~4|g> AUCT 
1 5 ~ 2 0 ttQftJK£&fM§tf fe 5 £ tfflim Lfc. 
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)V7J> (MACFARLAN SMITHS®!) 10. 8mg%.XS$m*)\sisV& 1 9 6 9 . 2 

2 5t;tI-)*-A77^t, tttttt&KfU 9 6 1. 9n«&f*fc. 

l/fc. #Snfc«SM&fi*ttl 9 8 0. 2mgT*r>fc. +t'JttUTO 

(#22. 6 0-3. 0 0kg) ftl'»3ES«K ±fB©a^ 
^^W;V7^>ibT0. lmg/kgCDffl«TiiS*ig# (#[§J) U J£J^ 

o#, io, 3 0, 6 0, 120, 2 4 0&&zt4 8 0ftmzmmwm&rciz 

SS^^X^A (LC -MS/MS) tefccfcOaSSLfc. 

ttUEWibT, itt^W;^-f>ft^W;i/7-f>i:UT0. lmg/kg 

<Dmm~mmpm¥u «t©77^;^7^>M, lc- 

U/)l7j>m*. LC-MS/MSjfefc,k9H£L;fc. 
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(#) 


mkM4 mm&5-) 


mm i 


mm 2 


mm 3 




0 








0 


1 0 


2.93 


2.39 


4. 1 


3. 14±0.87 


3 0 


6.03 


7.38 


9.66 


7. 69+1.83 


6 0 


8. 74 


7.02 


11.8 


9. 19±2.42 


12 0 


6. 15 


4.21 


5.7 


5.35±1.01 


2 4 0 


3.14 


1.63 


2.28 


2. 35±0. 76 


| 4 8 0 


1.42 


0.46 


0. 75 


0. 88+0.49 


3t5 : ltm^^UyjVy^>mm : ng/mL) 


mm 




mm 1 


mm 2 


mm 3 


¥^±SD 


0 








0 


1 0 


41.40 


32.16 


41.33 


38.30±5.31 


3 0 


32.83 


18.02 


33.53 


28. 12±8.76 


6 0 


16.85 


16.45 


26.51 


19. 94±5.70 


12 0 


8.27 


9.34 


16.13 


11.25±4.26 


2 4 0 


3. 78 


4.55 


7. 05 


5. 13±1.71 


4 8 0 1 


1.46 


0.97 


2.00 


1.48±0.52 
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6 : «t^W*7^ >m& (*ft : ng/mL) 



(#) 


itmm3 mmte&i*) 


Wityj 1 








0 








0 


1 0 








0 J 


3 0 


0. 13 


0. 19 


0.11 


0. 14±0.04 


6 0 


0.18 


0.53 


0.16 


0.29±0.21 


12 0 


0.58 


1. 12 


0. 19 


0.63±0.47 


2 4 0 


0. 15 


1.40 




0. 77±0.89 


4 8 0 




0.47 




0.47 



ftttHL i oftiz&toxm^fcmumzti* i^m^tix^mmyyu j )v 
tsd, sfe, *nfo*mzimmto&*\ztk&vx®i/4mm<D%<Dx$>-o 

MLfc, WMlz\$, Z3L>Wl7^>?-)V2. o 7 Zm&&Ummti)Vi/'7& 

344. 6mgsr^, sa-raamu mm^m<Dmm^mmMua 
u *&u mm&mm (mm&miww \zxm- 4 o r ©&#T-i?8Mgi£ 

^$-&7ho ^4i^K*^ttT2 5tl^t-A7yy$f, *-£K: 

3 5 0. 2ngT?*>3fc. 4^ U^<hLT©^#;U-><j;A«> *■©«£?& 

SttA-^lf;KM2. 6 0-3. 3 0kg) £1#3EJBV>, -fcKOifcriS 
^S7x>^-;i/«i:LT0. 0 3mg/kg©ffiSTlIJI&# (#0) u &#& 0 
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1 0, 3 0, 6 0, 1 2 0, 2 4 0*«k«4 8 0 5)-afc««&»M*fctt« 
4 HS##r>X:rA (LC-MS/MS) mz^^m^LTdo 

Jt^FllibT, ^I>®7x^-M7i^^tlTO. 0 3mg/kg© 
ffl»T«l*l&#U TOfcJBjfoU iW07i>^r)H^ LC-MS/ 



«7-:jMI«|i7x>^ryMtaE : .ng/mL) 



IS 


SOW* 5 


Sj^j 1 


2 


Wlffl 3 




0 








0 


1 0 


2.748 


4.461 


4.215 


3. 808±0. 926 


3 0 


3.076 


4.239 


5.827 


4. 381 ±1. 381 


6 0 


2. 121 


3.907 


4.050 


3.359±1.075 


12 0 


1.361 


2. 598 


2. 120 


2.026±0. 624 


2 4 0 


0.810 


0.879 


1.425 


1.038±0. 337 


4 8 0 








0 


S8 : A1^7i>^z;HI (#&:ng/mL) 


raw j 








W]$3 2 


Wfc 3 




0 








0 


1 0 


5.321 


7.522 


6. 242 


6. 362±1. 105 


3 0 


5. 184 


3.828 


5.036 


4. 683±0. 744 


6 0 


2.990 


2.780 


3.542 


3. 104±0.394 


12 0 


1.631 


1.783 


2.431 


1.948±0.425 


2 4 0 


0.612 


0.808 


0.860 


0. 760±0. 131 


4 8 0 








0 
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6. +^U^©¥^&^^2 0~1 Q 0fim-V$>^m^mi^V5(D^T 

7. *-tr:*< \*mm<tySGm&o. 01-5011%, ^y-foD^iTsat 
5 o~9 9. 9 9nm%T&%m?£mite^L6<D\,^nMzmn<Dm&®ii&m 

10. * fcfsH' ¥i^r?g5 0 0 um&TfZ&zm 
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$2 L ? ( -^Bt^CQ«5ffl N [0 0 1 7] ~ [0 0 2 41 STF 



|E1 cm<o&i%\zhxmt>m¥£tix^z. 



1-9 



1-9 



rpj -waiH^ ^gggojgggafflg r &J 



2 2. 0 8. 0 3 



H*S#fF/f (I SA/J P) 
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